In communities where consanguinity is common there is an increased incidence of autosomal recessive disorders, some of which are provisionally 'private' syndromes. We describe a family where a male infant was born with multiple symmetrical malformations, those in the limbs affecting the middle rays more than the outer rays. Chromosome analysis was normal and autosomal recessive inheritance was suggested to the parents, who were consanguineous. They went on to have two normal children, followed by a daughter with a similar pattern of malformations. Both affected children failed to thrive and died in infancy. The features of this syndrome are reported here for the first time.
Case reports CASE 1 This male infant was the second child born to healthy Pakistani parents who are first cousins. The mother was 24 years old and the father 46 years. Their first child was a healthy female and the father has four healthy children from a previous marriage.
The patient was born in 1984 by normal vaginal delivery at term after an uneventful pregnancy. Birth weight was 2550 g (3rd to 10th centile), length 50 cm (50th centile), and OFC 31-9 cm (10th to 25th centile). He was noted to have unusual facial features at birth with bilateral inner epicanthic folds, crus. In the hands there was marked tapering of the fingers. The index finger was held in fixed flexion at the proximal interphalangeal joint and lacked a distal flexion crease. Both hands had single palmar creases. The elbows and knees had fixed flexion deformities and there were pigmented dimples over both patellae. The second and third toes on each foot were hypoplastic ( fig 2) . The other toes were held in fixed flexion. Both ankles were dislocatable. The external genitalia were normal male. The baby did not feel normal when handled, he had a tendency to hyperextend his neck, and a peculiar high pitched cry.
Radiological investigations showed that he had a prominent left sided aortic arch. The metatarsal and metacarpal bones appeared thin and the phalanges were hypoplastic. Extensive biochemical investigations were performed and the following were all normal; urea and electrolytes, blood gases, serum lead, copper, and magnesium, mucopolysaccharides, organic acids, and urine amino acids. Serum zinc was low on one occasion but normal when rechecked. No haematological or immunological abnormalities were found. Chromosome analysis of cultured lymphocytes was normal. An EMG was performed because of persistent hypotonia and was normal.
He was reluctant to feed from birth and developed abdominal distension and bile stained vomiting after 24 hours. Rectal biopsy confirmed a diagnosis of Hirschsprung's disease and he underwent a resection of the affected bowel, which was aganglionic to the splenic flexure. Further bowel surgery was required at the age of three months and the postoperative course on each occasion was complicated by the development of aspiration pneumonia. At the age of 10 weeks he developed generalised ichthyosis which was resistant to treatment with topical preparations and dietary manipulation. Developmental milestones were delayed from birth. He smiled at the age of four months but at 17 months he was not able to sit without support or to hold an object in his hands. He vocalised but could not say any recognisable syllables. but we found no conclusive evidence of metabolic disease in either of our patients. Case 1 was noted to be zinc deficient on one occasion but the skin condition did not resemble either in nature or distribution the lesions of acrodermatitis enteropathica3 and did not improve with zinc suplementation. Hirschsprung's disease has been reported in association with digital malformations in isolation,4 but not with multiple malformations such as those seen in our patients. In the case of the second patient, the limb malformations could not be picked up on careful scanning during the pregnancy, even in the light of the information about the previously affected child, because the appearances were too subtle. It might be possible to detect the limb malformations by fetoscopy in a subsequent pregnancy.
